Microglia and necroptosis: The culprits of neuronal cell death in multiple sclerosis.
Multiple Sclerosis is an inflammatory demyelinating and degenerative disease of the central nervous system in which activated microglia contribute to oligodendroglial, neuronal, and axonal damage. A recent study (summarized here) provided evidence for a role of necroptosis in MS brain tissue based on reduced caspase-8 and increased expression of cFLIP in microglial cells. In addition, activation of RIPK1, RIPK3, and MLKL (molecules characteristic of necroptosis) was demonstrated in cortical lesions from MS brain specimens. Defective caspase-8 activity in microglia adds a new dimension to microglial role in MS and provides a potential therapeutic target in the progressive forms of the disease.